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DETAILED ACTION 

1 . This office action is in response to an after-final amendment filed March 3, 2009. Claims 9- 
16 were previously pending. Applicant amended claims 9 and 12. Claims 9-16 are pending and will 
be examined. 

2. Applicant's amendments overcame all of the previously presented claim rejections. 
Applicant's amendment to the specification obviated the objection presented in the previous office 
action. 

3 . Examination of the disclosure regarding the sequence of the N0D2/CARD 1 5 gene and the 
positions of the polymorphisms claimed revealed discrepancies between Applicant's disclosure and 
published data, which need to be addressed before the claims can be allowed. Therefore this action 
presents new grounds for rejection. 

Claim Rejections - 35 USC § 112 

4. The following is a quotation of the first paragraph of 35 U.S.C. 1 12: 

The specification shall contain a written description of the invention, and of the manner and process of making and 
using it, in such full, clear, concise, and exact terms as to enable any person skilled in the art to which it pertains, or 
with which it is most nearly connected, to make and use the same and shall set forth the best mode contemplated by 
the inventor of carrying out his invention. 

5. Claims 9-16 are rejected under 35 U.S.C. 1 12, first paragraph, as failing to comply with the 
written description requirement. The claim(s) contains subject matter which was not described in 
the specification in such a way as to reasonably convey to one skilled in the relevant art that the 
inventor(s), at the time the application was filed, had possession of the claimed invention. 

Claims 9-16 are drawn to a method of predicting the likelihood of an incidence of a disease 
associated with at least one of the polymorphisms 8, 12, 13 in the NOD2/CARD15 gene by 
detection of one of the polymorphisms wherein the disease is graft versus host disease. 
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Applicant provided the following information regarding the NOD2/CARD15 gene on page 
2, lines 12-33 and page 3, lines 1-18): 

a) The NOD2/CARD15 gene has accession No. AC007728 and AQ534686 (page 2, lines 

12-15). 

b) The NOD2/CARD15 gene has 3123 nucleotides and accession No. NM_022162 (page 2, 
lines 16-18). 

c) SNP 8 has accession No. ss2978536 in the NCBI data database and results from the C -> 
T exchange of the nucleotide position 2209 of the NM_022162 sequence (page 2, lines 30-33). 

d) SNP 12 has accession No. ss2978537 in the NCBI data database and results from the G -> 
C exchange of the nucleotide position 2827 of the NM_022162 sequence (page 3, lines 5-7). 

e) SNP 13 has accession No. ss2978539 in the NCBI data database and results from 
insertion of a C at the nucleotide position 3124 of the NM_022162 sequence (page 2, lines 30-33). 

Applicants also provided primers and probes for detection of these polymorphisms on page 
15, lines 11-27), SEQ ID NO: 1-12. 

However, examination of the sequence databases revealed the following: 

A) Nucleic acid sequence with accession No. AC07728 is a sequence of complete 
chromosome 16, therefore it contains more genes than just the N0D2 gene. Further, this sequence 
had four different versions since its submission, therefore it is not clear which one of these versions 
Applicant refers to. 

B) Nucleic acid sequence with accession No. AQ534686 has 542 bp, which is shorter than 
the full N0D2 gene. 

C) Sequence with accession No. NM-022162 is uniquely identified, but positions of SNP8, 
12 and 13 referred to by Applicant in the specification with respect to the above sequence are 
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different from the positions of these SNPs identified in the NCBI SNP database. Specifically, SNP 8 
is identified by the SNP database as occurring at a position 2104 of the NM-022162 sequence, SNP 
12 is identified by the SNP database as occurring at a position 2722 of the NM-022162 sequence, 
and SNP 13 is identified by the SNP database as occurring at a position 3016 of the NM-022162 
sequence (see enclosed data from the database). 

D) Alignment of the primers presented by Applicant for the amplification of fragments 
containing the polymorphisms with the NM-022162 sequence reveal that these primers flank 
positions identified by Applicant, not by the database. 

Therefore, Applicant has not provided a sufficient written description for the claimed subject 
matter. Finally, since the sequences and SNPs claimed are essential subject matter, they need to be 
incorporated by reference into the disclosure. 

6. Claims 9-16 are rejected under 35 U.S.C. 1 12, first paragraph, as based on a disclosure 
which is not enabling. Nucleic acid sequences critical or essential to the practice of the invention, 
but not included in the claim(s) is not enabled by the disclosure. See In re Mayhew, 527 F.2d 1229, 
188 USPQ 356 (CCPA 1976). 

Applicant did not provide a SEQ ID NOs for the sequence of the NOD2/CARD15 gene. 
Applicant provided the following information regarding the NOD2/CARD15 gene on page 2, lines 
12-33 and page 3, lines 1-18): 

a) The NOD2/CARD15 gene has accession No. AC007728 and AQ534686 (page 2, lines 

12-15). 

b) The NOD2/CARD15 gene has 3123 nucleotides and accession No. NM_022162 (page 2, 
lines 16-18). 
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c) SNP 8 has accession No. ss2978536 in the NCBI data database and results from the C -> 
T exchange of the nucleotide position 2209 of the NM_022162 sequence (page 2, lines 30-33). 

d) SNP 12 has accession No. ss2978537 in the NCBI data database and results from the G -> 
C exchange of the nucleotide position 2827 of the NM_022162 sequence (page 3, lines 5-7). 

e) SNP 13 has accession No. ss2978539 in the NCBI data database and results from 
insertion of a C at the nucleotide position 3124 of the NM_022162 sequence (page 2, lines 30-33). 

Applicants also provided primers and probes for detection of these polymorphisms on page 
15, lines 11-27), SEQ ID NO: 1-12. 

However, examination of the sequence databases revealed the following: 

A) Nucleic acid sequence with accession No. AC07728 is a sequence of complete 
chromosome 16, therefore it contains more genes than just the N0D2 gene. Further, this sequence 
had four different versions since its submission, therefore it is not clear which one of these versions 
Applicant refers to. 

B) Nucleic acid sequence with accession No. AQ534686 has 542 bp, which is shorter than 
the frill N0D2 gene. 

C) Sequence with accession No. NM_022162 is uniquely identified, but positions of SNP8, 
12 and 13 referred to by Applicant in the specification with respect to the above sequence are 
different from the positions of these SNPs identified in the NCBI SNP database. Specifically, SNP 8 
is identified by the SNP database as occurring at a position 2104 of the NM_022162 sequence, SNP 
12 is identified by the SNP database as occurring at a position 2722 of the NM_022162 sequence, 
and SNP 13 is identified by the SNP database as occurring at a position 3016 of the NM_022162 
sequence (see enclosed data from the database). 
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D) Alignment of the primers presented by Applicant for the amplification of fragments 
containing the polymorphisms with the NM-022162 sequence reveal that these primers flank 
positions identified by Applicant, not by the database. 

Therefore, Applicant has not provided a sufficient written description for the claimed subject 
matter. Finally, since the sequences and SNPs claimed are essential subject matter, they need to be 
incorporated by reference into the disclosure. 

7. The following is a quotation of the second paragraph of 35 U.S.C. 112: 

The specification shall conclude with one or more claims particularly pointing out and distinctly claiming the subject 
matter which the applicant regards as his invention. 

8. Claims 9-16 are rejected under 35 U.S.C. 1 12, second paragraph, as being indefinite for 
failing to particularly point out and distinctly claim the subject matter which applicant regards as the 
invention. 

Claims are indefinite and vague because the claims are written in the passive tense. 
Method claims should recite positive, active process steps (see Ex parte Erlich 3 USPQ 2d 101 1). 
This rejection may be overcome by amending the claims to recite the active tense, e.g. "denaturing 
the DNA...". For example, claim 9 does not contain a single active step, and claims 10-12 contain a 
mixture of active and passive method steps. 

Incorporation by Reference 

9. The attempt to incorporate subject matter into this application by reference to GenBank 
accession numbers and NCBl SNP database is ineffective because no statements about 
incorporating this subject matter were presented in the disclosure, and the root words "incorporate" 
and/or "reference" have been omitted. See 37 CFR 1.57(b)(1) and the reference document is not 
clearly identified as required by 37 CFR 1.57(b)(2)). 
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10. The incorporation by reference will not be effective until correction is made to comply with 
37 CFR 1 .57(b), (c), or (d). If the incorporated material is relied upon to meet any outstanding 
objection, rejection, or other requirement imposed by the Office, the correction must be made 
within any time period set by the Office for responding to the objection, rejection, or other 
requirement for the incorporation to be effective. Compliance will not be held in abeyance with 
respect to responding to the objection, rejection, or other requirement for the incorporation to be 
effective. In no case may the correction be made later than the close of prosecution as defined in 37 
CFR 1.1 14(b), or abandonment of the application, whichever occurs earlier. 

Any correction inserting material by amendment that was previously incorporated by reference 
must be accompanied by a statement that the material being inserted is the material incorporated by 
reference and the amendment contains no new matter. 37 CFR 1 .57(f). 

11. No references were found teaching or suggesting claims 9- 1 6, but they are rejected for 
reasons given above. 

Conclusion 

Any inquiry concerning this communication or earlier communications fi'om the examiner 
should be directed to TERESA E. STRZELECKA whose telephone number is (571)272-0789. The 
examiner can normally be reached on M-F (8:30-5:30). 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's supervisor, 
Gary Benzion can be reached on (571) 272-0782. The fax phone number for the organization where 
this application or proceeding is assigned is 571-273-8300. 
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Information regarding the status of an application may be obtained from the Patent 
Application Information Retrieval (PAIR) system. Status information for published applications 
may be obtained from either Private PAIR or Public PAIR. Status information for unpublished 
applications is available through Private PAIR only. For more information about the PAIR system, 
see http://pair-direct.uspto.gov. Should you have questions on access to the Private PAIR system, 
contact the Electronic Business Center (EBC) at 866-217-9197 (toll-free). If you would like 
assistance from a USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Teresa E Strzelecka 
Primary Examiner 
Art Unit 1637 

/Teresa E Sfrzelecka/ 

Primary Examiner, Art Unit 1637 

March 13,2009 



